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^3 ; *s)v** 5 s\±7V-mm#&&xf*<Dvmm& 
5 muftm 

10 gfiUfc JEil*«©TOXtt»attltbT*«^ HR3 



i&O, R 5 tt#*BH% ffl7MM, TO^yi, ffiR7;W*/l^:fr 

15 s> APfiSTWJH, An$*>jsH% &®fc7;i^-;i^ mm 
20 s&tt-KSHo-A- (S:+©A«fim7;i/^V'>ST^^) 
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^flltUTtt, K^7:MFSL *;P#:n;]^V7**^>;UJ 

l>3 (J. Clin. Invest., Vol. 7 9, pp. 1510-151 
5 (1 9 8 7)). ^M©£&J»g©S li^:SGLT2 <:M*U£ 

»©S»*C±iUT»#LTVi*Cli:3&t«ft$nTVi* (J. Clin. I 
20 nvest., Vol. 93, pp. 397-404 (1 9 9 4)), **tf5k t 
h S G L T 2 £H§TS d^tcfcD ^JKT©ii«|^Jf ©?f RJR£fllf|iS U m& 

h S GLT 2SttB»fM!ft*U frLV>f|iJB«»ICJ:smflUMKOMII 

25 #^T©«©#^M^-rsj:t^e, mmfc<D®±x\mm® 

tf^V r -;U#^^T^{b-&t!<!:bT^ WAY- 1 2 3 7 8 3diJE^^^, 
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®%\Z^T\ttoZmtZtlT^t3iK (J. Med. Chem. Vol. 3 9, 
pp. 3920-3928 (1 99 6)). 

5 5898058* 



imnLtzmM. «nE-«a (i) -«isn*^«i«j«nitk b s gl t 2 

10 US UMJfcifif fcUHtStf* 2: £ 1 J; 0 , «ttfcjfii«HKTfM! SBSf** 



&t), R 5 fl»7^a*^», m7)V*)Vttr 

20 Sfttt<£»7;io*>/s, at«(£»7;^U5 f >^5 t ;^ KSsik?, Bit 
mm? & «fc # gaug^a* $ n £ * ft izmno ^ a & 1 ~ 4 a 



*mwmt>\t, t h s glt 2«mfiWffl£WT5te£^£jittrr^<t& 
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T^fe©*?**. 

*&»©* WffiHKs*; (i) T»*ns^3K7/3/;p**^i;5»/-^» 

fcw-f5fc©-e&5. 
*5&«Rk (a) we-asss (i) T?3SEsn*^;P3tr^/5/;^i/tf5»/ 
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ISi, N-T-fe^Wb- a- U h-7->y H - SMT^— 

5 ±jfei«IH^ ttMM*, *;1/=^>R»#, 7U$>X 

-l-^k^>HX EGB-7 6 1, tf^DtJk XDr^F, 
Y-12 8, hHo^>^5 L ;^;^U;V3X>if-<AAS5t^Pl^> 7 

aa : 3UXT-n-;P7">;W3ME^5!lS#^ 7n7:i-;k tfttJR*;^ 

jfii^featti^jBEm, $m#mmmm> *mim&m> a 2 -7 f w-.u >g^# 
(a) mbhrs; (i) T»sn*y^3t!5/>;i/**^tr5i/ 

xu>5w#*^--«Htti, hywsww^— tfi mm ^ 
73^1^7*^— ^ 1 van, ynf-r >^p-»*x7 7*-if- 1 b 
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6 

V)\>* 3>m<7?- h* - 1 7 - X h , 75 UX 75U>»»ft, 

7£^>*;K7>^:fx7K e?HfNF-KB£SI, fl&»»b^m 
N-7-k^;Hb-a-U>^ h-7->y h* - S^T^-i? ffi#Ht, 

10 Jt&iiatB^ tt^SH^, *;1/-^>®I»^ ^U«7>, 

-l-^f;i/t^>h-fX EGB-7 6 1, tf^n^k 7Dr^>H, 

. y-12 8, t\sn^*?)v?)v*v)\,n^>if^&AmjtBm®.mm. 7 

AA: 3W7xn-;W7^S^^ia^ 7d7p-;k TOU*;^ 
15 >3£#7=fx7K 3i/7fn-jKSJKifE ua'- tfffi^ s-^ny 

IS, *;^5 i >/i;i/5h-<;i,h9>7 > 7x7-ifs*^, 7*7^ >#okr 

20 >w®mm, *»mm> 7>^^>^>mmmtB»m, #£x>k^ 

Sfcifc©, (A) MIB-ISS* (I) Ta*ns^3K775/;^^t!7y- 
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7 

(b) -ozvymgmwm^ mmmmm. \>tf7i-im. -<> 

7 y fe*fij«, h u ^^ztjv^^y— tf 1 1 i&gig, 

5 73^;w^7^--t? i vmmm, >fny>^7 7^-if- 1 b 

— ferine ffiSr4isi> D-A-rn-r/s/h-;^ yvur>&jmm 
10 ifjujiw*-?? h- 1 jrf-x k 75 u x 7$ y >m&#, 

7A3^>*;V7>*3fxxK fi?'H?NF-fcBfi«l, IBK&ftfcff* 
Rg&& AT- 7ir^;Wk- a-<J>^h-7'>>H- 5**:/^— 

-l-^^t^h-TX EGB-761, fcf^D^k XDf^H, 
Y-12 8, kPD*3/^^W^U;W3X>if-f AAS5n^ffi#m^ 7 
^7*7- hfcffr&tt, /3 3 - 7 K^U >gW7:ix7 K 7v;V3X>1f< 
20 AA: □l/ZxD-;i/7*>;PSKW*|fiSJI, 7n7:3-;k TOli*;^ 
>£&#7=fx;*k nl'XxP-MfcJRIS^ U/t-ifPl#^ $7ny 

7W—fe*ea#^ 7>v^-x>v>i iMtt&ttft x>H-fey>«aw 
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5 Hfc, hrss 



[5W©Ttt2. 3, 4, 6-rh7-0-7tf;i/-|5-D-^3t7; 

7b*M& m&m.7)vn*i/^ s»7;^ut>^^ mmm 



R' 




(III) 



R' 
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R\t&mm=?. m7fr*)v&* ii7j^*<>i, mr^wf"* 
5 ;ug, i«iS7J^^>>i, iM7^'Jf>^5 1 JH> m^nc^ e£ 



15 K*t»©P»i**jR«fctt^nF7y^*«lJ«-r**T*D> R*> R 2 £<k 

R 4 «<£M7;wvs^fc«AD{g^7;wu«T^o, R 6 wmm^ 

ffl7J^jH, fi»7;p3*'>a6, II7J^J^«, AnftRTW 
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-o-A- (^^©p 1 ^mi^zL^n h'7>> >?*mm-z>m-z%Y), A 

^BJt^Vix, fti7^^;nt(i x^;i/S, 7u\t)\,^ 

15 -f 7 y o \Z)V& y < V 7>;i^ )V&, tert-7 

^jvm, <y?m. -iv^>?)vm. **^>?)im, t er t-^>^ 

5. &®7)Vn*^tte. xh^>S, yp**^ 

7h*v^ -fy^h^^, sec _^ h ^^ tert- 

^y^;U^S, sec-^mS> tert-^ftl, 
25 <7^>3^*g, **^>:f;^*g % tert-^f 
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y 



SB^. m7)V*=.)V&t\t, 7U;WI, 2-7>xJK& 2-*?)V7 

u ;i^©sasi§& 3~e ©eettsfctttt^nttor^^-^s*^ a . at 

«ra7;WVSt«, i s#U'7u&V&, v^PT^g, z/#U^>?)V 
D^^ijf^ ^DA^>Ut>^ © 3 ~ 6 5* ©3M* 

Stte, ±IB«R7;p3+^ST«lft$nfc±Efi»7^;WS*Vi5. ft»7 
. S, ^V^b^y^^M, sec-^h^-/*J^-M, tert- 

25 #x;w ^pt^;i^^©±Effi»7;pp*">*;^-;w3ST?fiMft*nfc± 

»i£»7->;VS*V»5. ll7JV3+WJP^->AJ^-Mi:li 2 

h+->xh+">*;^-;P3i^©±iBfi»7;pp+^«TB»$n*:±iB 
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1M2 

XML r2 r 1 



o yy 

(v) mi) t> 



P 8 XS4 

B POCI3 r3 



^ A* 

n I 



CHO N. 
(IX) r (J) r O OH 




(XII) 



XM5 1 r1 IM6 

———7-?- N-/ R ^V R R^^M 



2) GfcRte)Si;-C> 



o 
(IV) 



Xf§7 £' Y XM8 





H^V"' V °H (XHI) } 



OH 

(I) 



ttlTfe^ YttMgBr, MgC 1, Mg I SfcttU^AS^T?*?), 
R, R 1 , R 2 , R 3 , R 4 , R 5 ^«J;OT«MBi|siDit^fe^) 

«nB-«5S (v) Tfa^n^^^KRx^Tjwb^ttswiB-i^ cvn 

T!3tZti&>rh>{b&mt* TOtt»*SE+, ^hU^ATS Kfc£©i£S©# 
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£T lc«fc D fltfH-jKsS (VII) TSSnSfc^fcftttfif 

is 2 

hubhhss; (vid -eaEsnsfls^ttsawB-iasa (vnn -cssn 

1Q (IX) T**n*N-7x^K9y-^»«#ttti-r«i:i:3B«T 

15 IS 3 ? 

(ix) T^$n^N-7x-;i/tr^y-ji/Si##^^i/^b 

U>&JHV>T» Vi 1 sme i e rR&SfrSEtlCkDffiMi 

t^wib-^s: (x) r&znzit&mzmm-zcttf-c&Zo Rfo\zm> 

IS4 

(x) T«$ti«ft^«twE-«!^ (xi) *ca*ti*^u= 
25 (xi i) T?«$n*^«»*tta-rsjii3&ST#*. s^ic^visn 
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15 

IS 5 

Mi2-« (xii) T-mtsnzfoG®)*, *%&®m*> mmmomvft 
5 stcu iowc^ft*bTv»*«fB-« (xii) "x?a$n*ft^«ic*v» 

«a (i v) .T?«sn**58w©^>5?;i'K7y-;i'ii^*tts-r*!:fc3ftJ 

16 186 

t&BB-jftsS (IV) T?SStl5M&7t h^nt - q.-D-^3-7 
£fflV>T, 7k£T«ttM*\ jMMW-M)#A, *®«UC7A, &®tfJ'J 

-tei din TJisns^jgwcDif^atr^/^^s/K^^-^iNi 

25 w> £j&Mftft£icJ:DA&:s#, a«3o^im~iHiHn?*s. # 
e»nfcSuiB-te din ■cg^nsMtttsiif^-eotti^ifc 

Ig7fc*ViT^fflTSJltt)T#^. 
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*%w<dm&-®& (iv) •vmznztt.Gmzte; Tia^n©^©^ 




5 Ig7 

WE-JRS; (III) Ta$ns^%*7^UJD*^'$Ufcft, &s 
15 118 

me-hrs (i) ^^ns^waif^/^^^K^^-^iNfflco* 

0!l*«,.ffiEHRSt (XIII) T3E*n**RI6^0««3l*ASt 

20 ^Wnh*7'^ («trlB— fiS^C (II) ©yoH5y^S"&tr) SfijfiT 
M»fi^lc*v>T*&n**3f8E©ttEH^ (I) X%t£ftz>>f)Vn 
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^ 7W>R, ?L$?> 7f7'J>E 3A^E © 

-fu^ym, mt> is^vm, 7d>s, u>=n*» rsk 

77./t^^>m> ;*#>tji^>&> ^>if>^;w*>Bfe, p-h;ux 

10 >X;^>m^©«mi:©mMifl^ 2 -7S7X* tf^U^X 
WJX ePUS?>«0^«7 $>£©£> *MJ*A& #U£AJfL 

#3S9i©tWB-«5S (I) Ti$n5^3tf7y->JmyH7y-Jm 

15 s*iit©»«Bfp»fe^*ns. 

*fBW©«rffi-«a (i) T?^n*W3tT7/->;^^->K5i/-;i'R 

>x (£) #©fls£ft©vvrn©fls£tt£^bTt>«kv*. 

20 *56w©nr8B-«s: (i) t^sns 1 7 ; ^> t?7 y-^i 

&m&ftifi&&?z&. *5swfc*viTttv»"rn©7t¥Stt#:sftffibT"b«fc 
<, -tn&©^attfr©ig^*Tf*oT'b*t5feVi. 
25 #s&9§©ifrE--«5£ (i) T?*sn«^3tf7y->;^+'>k:7V/-;PSf 

W©^P h* 7 y ^tt, k h S GL T 2 J£ttESfft8 &fffit 

5ilWt5. WAY-1 2 3 7 8 3(ikhSGLT2MM 

flMU&TH < , t b S GLT 2 &H£fiM t LT*£fc8&*«83#T?#* t> © 
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m©yDH7y^, mm. ®m&&wm mm, mm&* mm 

#v Wfe ftg, JEM^ K-f >XU>JlL& tff^WAff, MSI 

Sfc, s g l t 2MiiiP^o^^ < i i tci 

^77^— tr-iBs^ y?-- ^;pn-7s 

-6-*X77^- 7;i/^7 h-7-h*X*77 7^—t < ffiS^ tf 

(D— chi roinos i t o 1), &V x?>£imm*i-—e- 3 

-WK-IT^-XK 75U>, 73U>SHWfc 75U>7:*-*K 
7;i/ F-XSbG#*IMai, (advanced glycat 

20 ion endproduc ts) £jsfcfi*lk 7n^-f >*^-~ fcfCIBffik 
r -75 /^^#7>^rf-7> K ^-hU 7A^^>^7>^^-X K 

>^h-7*/yK-W^-^ (N-acetylated-a-lin 
ked-ac id-dipept.idase) < >J ^fiSri&SB^ 

25 -I, ifiL/Ng&&JftftH? (PDGF), I^«S3foJftBf (PDGF) Sfft 
# PDGF-AA, PDGF-BB, PDGF-AB), _t£ii?gH 

(EGF), tt&jfcSB^ AJl^^KSMk 5-th*a^>- 
l-^^h^>K> % EGB-761, tf=£^D^ (bimoclom 
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19 

o IX XDt^>H (su 1 odex i de), Y-l 28, fcHa^S/*?- 

5 y-u-)mmmm, vrt-vmmm, ^ny-Ahu^u-fey h*h^>x 
7 7-^of-f>iti, u^^->y^-- tin, tuv-^/vvs.h-vv 

x>^> I I S«#«*tSI> x> H-fe U >«^S$^> x> H-fe u >g£ 

m^ii-T^$n§^j©A#w^^^M-r^#»ji^st^vi 
TTE©ao^-r«3&i, *56w©rt#tt^n6fcK€$n«'b©T?ttfe<, 

*#W»:flS'&*C*ViTtt*©7 U-#\ fttf*©Xfcttfi©S|JI9fcWfcttgS 
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V W >«n«>* U4n/X h U G I - 2 6 2 5 7 0, 

(isagl i t a zone), LG- 1 0 0 6 4 1, NC-2 
5 100, T-174, DRF-2189, CLX-0 9 2 1, CS-011, 
GW- 1 9 2 9, 5^U*V*X X>^U^y>^hU«^A, NIP-221 
*©^;P**5/y-A*aaJStt4l5«»#r7=fr:^h, GW-9 5 7 8, B 
M- 1 7 0 7 4 4*©^;^+5/V-Ai»«ai»ttfl55l$#:aT^-^ K G 
W-4 0 9 544, KRP-2 9 7, NN-6 2 2, CLX-0 94 0, LR 

10 -90, SB-2 1 9 9 9 4, DRF-4158, DRF-MDX8*0^ 
**~>V-&mmMmmk&®fta/r73-Zb, ALRT- 2 6 8, AG 
N-4 2 0 4, MX-6 0 5 4, AGN-1 94 2 0 4, LG- 1 0 0 7 5 4, 
^D-Uf-> (bexarotene) *©W3V< HXSSfrT^n^ K 
R^V^U^U-X ONO-5 8 1 6, MBX-1 0 2, CRE- 1 6 2 5, 

15 FK-614, CLX-0 9 0 1, CRE-1 6 3 3, NN-2 344, BM 
-13 12 5, BM-5 0 1 0 5 0, HQL-9 7 5, CLX-0 9 0 0, M 
BX-668,MBX- 675, S-15261, GW-5 4 4, AZ-2 4 
2, LY- 5 1 0 9 2 9, AR-H0 4 9 0 2 0, GW- 5 0 1 5 1 6^09^ 

20 mm&mm. mm& ^>^>j>ii, hkm*, bus 

A*ett*r* C £ 0 , A* ^n-x (DMn-W® r> 

D-7 1 1, X5^U-r-K MDL-2 5, 6 3 7, *5^U#-X, MD 
L-7 3, 9 4 5f©a-^^t*IiI, AZM-127^©a~7 
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5 L/K 

\t*f7?4 mtlsXfc 7x>*HX mm^h*^ 

h;i/v^^h\ ^u^truH, WJ-F, 
*©-f>^u>^*tf6n*. y >«»rau »ictt»«« v *»«tt^ 

25 

^WJ>§W>^^-XhilTH BAY -27-9955, NN 
C-92-1687 SW^tfStu -f >X >J tffol&ISi: LTfc, 

TER- 17411, L-783281, KRX- 6 1 3^^W6n» hU 
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i^sw^^—ei i Emrntwts ucl- i 3 9 7mm-f^n, 

V^^)V^^-ifIVm.mmtVX\t, NVP-DPP7 2 8A, t 
SL-2 2 5, P-3 2/9 8»«I*tf6n, >3Ma-»**:77* 
-if-lBE^tLTtt, PTP-112, OC-8 6 8 3 9, PNU-1 
5 7 749 6^##tfSft, i"J3y>3j>x*U5— iflfiffidtUTtt, NN- 
42 0 1, CP-3 6 8 2 96^«^ 7)W h-X-\ZZ**y 7 * 

-vmmmtLTits r - 1 3 2 9 1 7&afimtf e>n, tr;nf Koy 

^— WWItUTHt. AZD-7 5 4 5^mtl, fflSHr£IS#Jii£ t, 
'Ttt, FR-2 2 5 6 5 9^W^n, ^Jtlrf^yfH-lJttWi: 
10 l/TH X+t>y>-4 (exendin-4), CJC-113 1^W 
E»n> ^*^>#^^K-17rfn^hibTtt, AZM-134, LY 
-3 1 5 9 0 2^fen> 75UX 75 U >»*#Sfctt7SU >7^- 

15 if- 3 i«s^w^ f k- i «, mm 

yK l/UI/WyK ADN-13 8, BAL-ARI8, ZD-5 5 2 
20 2, ADN-311, GP-1447, IDD-5 9 8, 7^W^»;K 
y;Hf~— ;W 3}?±;l/W;^ y b(ponalrestat), VD~UX^y h 
(risarestat), *£jrV7*$y h (zenares ta t), S.j-)l> 
h (mi n a 1 r e s t a t), ;* hV;H£--;k AL-1 5 6 7, 
-f $l/X^>^ h (imirestatK M.-1620 9, TAT, AD- 5 4 
25 6 7, Vtf)VUZ?yh, AS -3201, NZ-314, SG-210, J 
TT- 8 11, U > FJlUZfy h(lindolrestat) j^tf £>ft 



WO 02/068440 PCT/JP02/01 708 

23 

Mnv)v\z v-))sikT)v F-zMTtrnmrnmrz z t \z& d&ts-bts z. t 

»*aFM«4«ia#*tUTtt, t'JK^>, OPB-9 19 5, A 
LT-9 4 6, ALT— 7 1 1 > VmWWttimft 5*1*. »5jO!fflSif 

^PH>^-tfCItitlT{t LY-3 3 3 5 3 1, St^^U 

15 A (dexl ipotam) gj&W&tt, nmsVIEMilm 
^S^Wt^U 51f F^gtf £*U N-7tf;Wb-o-'J h-7i/y H 

-v^y^— tfna#*ti/Ttt, gp i - 5 6 9 3*aqp*f sti, 
w^^-^x st-2 6 i*«m«f&n*. tnsoaijw, <f>xy>* 

GB-76L Ift^pqEJK XnT^>WY-12 8H ftHteHSUpf 

t HP*^^;p^;i/^u;W3x>if-f AAji7c»*ifi#ai^tTtt, -feu 

25 ;t*^>:M*U£A, y^A*X^5 1 >^hU^A> DAWXlova 
statin), *s>K7s95>y, 7 )VJW* ^>-f h V V A, ?Y)MW? 
>*;|/^^A*ft«, SC-4 5 3 5 5, SQ-3 3 60 0, CP-8310 
1, BB-4 7 6> L- 6 6 9 2 6 2, S-24 6 8, DMP-5 6 5, U- 
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2 0 6 8 5, BAY-x-2 6 7 8, BAY-10-2987, \L$)\%9* 
>#*v"7A, n*/tt*5 t >*;P$/«7A* nUZhu> (colestol 
o n e) v ?)VKW?> (dalvastatin), 7S/x*- K 

2 V)WW?> (c r i lvastatin). BMS - 1 8 0 4 3 
5 1, BMY-2 1 9 5 0, ^l/>;U^fX *;WtX*^>, BMY-2 2 
0 8 9, "W/X**9 t > (bervastatin) SWWStfStt*. fch'P 

7^ 7^- UTte, ^7D7*5-K tfn 

9 s7U74 7j-K 7U/7^7*:7-K S7W74?7-h, 

7 74 7*5- k y&74 7UzJ)V, ~n7>(77-h* fc"U7^75-k 
n-7^r^7-h, ty^^u^y^ tt7<t?5-K AHL-15 7* 

3 3 -7HU^U>S«fr7=f-^htbT^ BRL-2 8 4 1 0, SR- 
25 5 8 6 1 1A> ICI- 1 9 8 1 5 7, ZD- 2 0 7 9, BMS-1 9444 
9, BRL-3 7 3 44, CP-3 3 1 6 7 9, CP-1 1 42 7 1, L-7 
50355, BMS-187413, SR-59062A, BMS-2102 

8 5, LY-3 7 7 6 0 4, SWR-0 342SA, AZ-4 0 1 40, SB 
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-226552, D-7 1 1 4, BRL-35135, FR-149175, 
BRL-26830A, CL-316243, AJ- 9 6 7 7, GW- 4 2 7 
3 5 3, N-5 9 84, GW-2 6 9 6**«*tf6n*. JS 3 -7 KW~U 

7S/;i/nx>if<AA : a i/Xfp-;v7i/M^iiiiit ittt, 

10 NTE-122, MCC-147, PD- 1 3 2 3 0 1-2, DUP-129, 
U- 73482, U- 76807, RP-70676, P-06139, CP 
-113818, RP-73163, FR-129169, FY- 038, E 
AB-3 0 9, KY-4 5 5, LS-3115, FR-1 4 5 2 3 7, T-2 
591, J-104127, R-755, FCE-28654, YIC-C8 

15 -4 3 4, TJVsS.*? (avasimibe), CI-976, RP-6 44 7 
7, F-l 3 9 4, (e ldacimibe), CS-505, C 

L-283546, YM- 1 7E, l^vStfx ( 1 e c i m i b i d e), 4 4 
7C88, YM- 7 5 0, E-5 3 2 4, KW-3 0 3 3, HL-0 04, X 
yfr-sS.? (ef lucimibe) 3W*^Wf&tt5. 7~>;^X>1f-r AA : 

^hu^u-ty Ym, smftmmQ&miz&sisK* titers 

tltbTH Xif5P$7, SCH-4 8 46 lWtf^n, U/\°-iflfi# 
Itbttt; tJMJX^yh, ATL- 9 6 2, AZM-13 1, R ED- 1 
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0 3 0 0 4£#3§tf 6*1, %)V-^>/VV$. h-DVb7>Z7x.5- J gmmm 

turn xh***sju$tfimvfe>ti* z*7i'>&jmmmmmtvTfo 

SDZ-2 6 8- 1 9 8, BMS-1 8 8 4 9 4, A-8 7 0 4 9, RPR- 
101821, ZD-9 7 2 0, RPR- 1 07 3 9 3, ER-2 7 8 5 6^ 

wt&mmtLT\z, 3i/x^75>, zii/x^^x isaaur^^ gt 

-1 0 2-2 7 9«W|fcWr&fu ^hU^A*«BfHth9>^#-^-B# 
mtbTtt, 2 6 4W9 4, S-8 9 2 1, SD-5 6 13*W6n, 3 
10 I/XfD-jUXf^I^W^EtiiUTH PNU- 1 0 7 3 6 8 E, 
SC-7 9 5, JTT-7 0 5, CP-5 2 9 4 1 4 ^ o - ne> 

<DMMs ypyn-;p, s^dv-a hU^U-fel) H h7>^7 7-ynf-f 

\tmmsk&, l/X^n-jHfmg, its h U ^U-t U Fifiufe JHtftW Aft 
15 ©ffl-Sfc^tLVs. 

tS^iaitim '*/75->?WKB«fc -fen 
-feDh->M$iJ^ -feDh->7=f-Xh (^5HT 2c -7zf-Xh), 

^=7hv H 3 -kX^$>7>^rf-Xh, L-tX^X Vy 

{CMC 3 - R 7=f=X K MC4 - R7=f-X h), a - * ^->«IW»;U 

25 X>xDX;J'^>7rf-7;h, #;i->h->, 77^>h 

^itfc^BW^T^F, #>^», 3l/yXf+Z>7^b (ftfcC 



WO 02/068440 



PCT/JP02/01708 



27 

X>X V-/\*«7X Xa-a^^HYTX^OXT. K ^tf^H^^ 
5 K7>*=fxXK #?x>7>^rf:^XK ^^n>-n>-fe>M/-fx^ 

10 7J^t$>, «HH:;H-5U>W*W6n» -tDhn>7rf-7.hi:L 

xte, -f/hu^x (+) /;i/7x>7;i/7$>^*t#tf y^7Hi^ 

^-U XWKH§li£<i:LTte, t/T'Pt^X GW- 3 2 0 6 5 9 
tls / )W H 1^7- U XfttttJW«*£ LTWU a U 7*7 A, YM- 9 9 2 
tfe>n, 2 "7 1* I/t 'J >SIF*7^ h tl/Ttt, 7>7x^5X 
15 7hD7>7x*5X 7i>fM>, ^>X7i^5X **7>7x* 
$X 7xX7*h7i?X 7x>^h7> ? X S^X^^ntr^X 7xX 
;P7 , D/t/-;P75X £D^>yw?7^^tf£tV H-/15>7=fx 
7h£LT«, ER-2 3 0, K:7>*~>X * v^K^n^ >J 
WSn, #X+tV^ Kg^#7>*:*xxh£LT&, iJWMP#l 

20 wen, r -7$ y»^#7>^n*-7 h t l,t«, Mf^-neat* 

WTStU H 3 -h7^5>7>^rfX7hi:LTttGT-2 3 9 4»lf^, 
W^X U^)*!*! fcttl/7'f >S**7^X h tUTtt, LY- 
3 5 5 1 0 im*mf$ft* 3Ui/*b*->73-Zb (#l:CCK-A7 
=fXXh) fcUCtt/SR-146 1 3 1, SSR-1 2 5 1 8 0, BP-3. 
25 200, A-7 1 6 2 3, FPL-15849, GI-248573, GW- 
7 17 8, GI-1.8 1 7 7 1, GW— 7 8 5 4, A-7 1 3 7 8Wmtf*> 
n, Xa-P^7 , ? L FY7X*lfxX|>£LTfci> SR- 1 2 0 8 1 9-A, 
PD-1 6 0 1 7 0, NGD-95-L BIBP-3226, 1229-U 
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-91, CGP- 7 1 6 8 3, BIBO-3 3 04, CP- 671906-0 

i,j-ii58i 4w^6ns. -kmum\t, mz\mm, mm 
mzmft* j 7 s y^mm^f^ p sugg » 5 west * c t 

*~>/:/u;kM*U£A, ^u>Kyu;ux;i^x ^^H^u;^;^ 
«»*^^u;k itm^tf^^u;K m«*^u;k K^>h^y 

U;k </yx.S7VMJH,*A* tttt*^^ (moexipr i 1), 

tttX>H^^— Kfi«|fcbTtt, *T/tMJ?-K MDL-10 
0 24 0, 77->FMJ;P (fas idotr i 1), -frA/t h U 9- K GW 
-6 6 0 5 1 IX, $^>^U;V (mi xanp r i 1), SA-7 0 6 0, 
E-40 3 0, SLV-3 0 6, X* H h 'Jj^W&nS, *ttX>K^ 
^^-•tffi****, fl*lce»«#l^^ »JfoLE®&«te#$U*. 

^^Htiynt;^> v a*;hj-;i^>, x;i^i*;k*>\ -r;i>*wi^>, 

EXP-3174, L- 1 5 8 8 0 9, EXP-3312, ^JMUVP^X 
*VSW*>, KT-3-671, GA-0113, RU-6 4 2 7 6, EM 
D-9 0 4 2 3, BR-9 70 lW^n5. 7>S?*x>-» I Ig# 
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X>F-feU>£ifcB*a#*£l/ttt» CGS-3 1 44 7, CGS-3 5 

0 6 6, SM- 1 9 7 1 2mi>mVfP>n* I>Ft'J>M7>^-^ 
£LTtt, L-7 4 9 8 0 5, TBC-3214, BMS-1 8 2 8 7 4, B 
Q-610, TA-0 2 0 1, SB-215355, PD- 1 8 0 9 8 8, -> 

5 ^£-fe>*>^>U££ (s i t ax s e n t an), BMS- 1 9 3 8 8 4, 
#)Vt>?> (d a r u s e n t an), TBC-3 7 1 1, #"t>*>> r 1 / 
1:>^>^HJ£A (t e z o s e n t an), J - 1 0 4 1 3 2 , YM- 5 9 
8, S-0139, SB-2 3 4 5 5 1, RPR— 118031 A, ATZ - 

1 9 9 3, RO-6 1- 1 7 9 0, ABT-5 4 6, X>^ir>^>, BMS 

io - 2 o 7 9 4 ommfznz, ztizommt, mz\mmm&GW&, & 

15 HJ/Uh\ *7;i^>h\ 7y*iri=b\ x^^U>m, b^-fe^ F, IfV^x 
h\ 7Di:5b\ 7;**xF, *?>77>, #>wm£U£A, XfcfD/^ 
£h>, h'J7AfV>, 75/7WJ>, Mv^l^XX LLU-a, 

pnu-8 0 8 7 3a, -fyy;nfH, D-T>-h-;u, D-y;nfh-;k 

7;U^h-X, ^'Jt'JX 7-fehV*5$K, ;**y*^b\ FR-1795 
20 4 4, OPC-3 1 2 6 0, U^>/W*> (1 i x i vap t an), ^3 

25 ^i^AtefctlitLTte, 7?x>>t:>, i£^x*-i>t:>, mt~zi)v 
^tf>, ±£m/\*;uxv>t? >, ^m^xvtf>, jtt^-i?Kx ->;i/x^tf>, 
xy;i^fcf>, xhi/>>?tfx x7x^tf>, x;wwtf>, 7xPv?tf>, 
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vak77Xi>M mat«7WM mtjsurt$.)v®&mvft> 

ft, JkW$m&feEMtLT\t, -f>^SK SifF77^ 

1^7^70-^ mm^yv^y, mm^y-v^y, wtfyv^y. 

dd-;k #;w^p-;k -y^n-;k i£@HrU:/pp-;k *t*#p 
-;k i£^^*yp-;k t!>HD~;k i&m*-*ha-;k 
10 hn-;k ?W>tftD-jk mttDV^u-fr, y?)mW7*uu 
-;k va>^tf>Kn-;k xy^p^k.M^^hp-jk 
T-fe^hP~;k i£$^UVP-;k ^- Fd— ;k £^tf>Mk ^>Y?^> 

7-V>%.®VfTzl-7,htLT\t, im?U-V>, CHF-l 
15 0 3 5, mm^7i-<>X, tt^7>77->k ^VZi?> (moxon 
i d i ne), D7i^> (lof exidine), mk*V^V-)V 

upturn ^»**^hu«>A, *x>®#u*a, ^x>»^' 
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Foy^r— EES*, ifHii^ D-^atV^h-Jk ^Uny> 
^;1/*^>^7^H-17^-Xh, 75UX 75 U> 
10 < <?: 1 g©H£5!l ©tfffg h < s <i >X U >4&gf4*g&2& 

>fn-»^7 7^"if- i Bin, ?V3y>ts*ft0 7-vm&m, 

15 ^3-^-6-*^7r^-^lfiiF^ 7;^h-X-t*7>^X7 7^-if 

-l, ^;i/*^>«^7 , ^H-i«a#, w^zf^^y^H-iT^-T, 

K 75 7SU>«^£J:tf73y>7:^*hjfe&fc*#J;Da& 

25 ten, ^w^>§#ftT>^-xh, -f>x'j>^t-f»i, 
h u ^^-sw^t^-h? 1 1 n#3£, v^T^^T^-i? i v&g 
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-173X7;K 75 U>, 7$y>|gft#\ 75U>7=fx*K 7^K- 

r -75 ;»8S«ft7>^J-; K ^ h U £A5P^ >*;V7>*:ixx K 
S?BfNF-KBiti, IMti&ttfc»*ElS& N-7iz3MWfc-a-U 

10 ^-^st&ft, cmjs?>, 5-tKn+i>-i-^^;Pt:^>h<x e 

GB-7 6 1> tft^n^k XDx^->K, Y-12 8, 7>i?*r>z/> 

xmm, +#x>h^y^^-ifia^ 7>^x>v'>i is* 

20 >*rfx*K -f >xu>se#+±— hu^y^^y^- 
25 ■^U3^>^**^— if- 3 am w*^>«^^h-i, 

^>i^7fF-l», ^^□>^7°5 L h*-173nxh> 75'JX 
75 U 75 U >7zfX7. K 0 3 -7 Kl^D >gig#:7:lXX h& 
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5©W£b<> 3 3-7 K W"U >S«e#7^-7, 

fcRiWW; tt«M, tt^SH, ttiRJW, «Rffl. ttfiffll, e&(HN, KrJKH, a 

*%®<Dmmmf&®*mf&(Dmmzm\,*z>M^ ■■e©^rj&^-c*<5i&E~ 
15 jk m -r^$ns^fe^fe^©^a^fi9fc^$n*«, #wa*© 
:/pK5y^©s«tta#©#y». ttw, *uB*«kifl&*©gg£K: 

.kOfiSftSSn*^ ftPift^©»^ri6Al0^fcD«fcJaO. 1~100 0 
mg©$£BT, $SDft5-©&&tt, JEfeAl B^fcDIttaO. 0 1-3 00ra 

.g©|ggBi?, -m^fe^iHi^ttTjgiis^-r^^i^'r^^. sg 

20 LT2fifttlB«*^©*3!BIt»^b"&Tttfflr-5»&, *%^©ft^t/©S 
S GLT 2l?Htfi«^0|fiW©a«K:«CT««'r* Zl 
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o - ^ >5^xx s - * fvi/x* t )V 

fcmitjrhVtpk (60%> 8. 9g) (Dxh7t:HD77> (2 0 0mL) 
»^0'Cl:^>^7;i/3-;V (2 0g) <£Jjp^ 3 0»U, £ 

(4 2g) <SrJnAlltrail^Lfc. &foni$m\ZBWG 

5 (9 2g) mxzmmwLTc m^m^^mz^. 

f3te£-#J (3 6 g) 

10 

###12 

> ? 5 1 t^= o-^>^n^f;p= s - ^ ^xxf;i^ (29g) trt 

h> (8. 5g) CD^t>^hUt>A75 H (ll g) Oh)VJL> (15 0 
15 mL) M^O'CTlBtF^tj-T^Tb, $ £fc 1 l$TO#L£o fcJ&Mik 
^lmol/LSf«:^ ^X:^x-5VUT&fflL£. 

k>=l/l) TJftSU iC!E{fc£% (12g) mtz, 

20 

##0d3 

3 -^>>>;kt-*v- 5 1 -7i-^- l H— \f.?V-)V 

3-^Vf«=0-^>y^XXfJI. (lOg) MJX^HT 
5> (13mL) ©7-fehxhU;W (1 0 OmL) Mt7iXJl/t h*7^> 
25 (4. 7mL) £Jq;^ g&T-M#Lfc. EffiS£«£;jci£K:&^ >?X 
^X-^JPTfcflffiLfc. ^M^»^7jCT»L, ^MY^v'j; 

^- (^a3W:^b^^i-» -emmu mmt^m (5. 2 g ) 



WO 02/068440 



PCT/JP02/01708 



35 

'H-NMR (CDC 1 3 ) 6 ppm: 

2.29 (3H, d, J=0.7Hz), 5.26 (2H, s), 5.65-5.75 (1H, m), -7.25t7.55 (10H, 
m) 

5 ##094 

3 — "OSW**^- 1 - (4-7Mn7iZJW 

7i^tF7-7> ©ftfr Dl:4-7^tD7i th-7-7 >4I^Sffl 

10 ! H — NMR (CDC 1 3) 6 ppm: 

2.26 (3H, s), 5.24 (2H, s), 5.69 (1H, s), 7.10-7.20 (2H, m), 7. 25-7. 50 (7H, 
m) 

15 3 -^>vJU*^>- 4 5-*9MV- 1-7xZJV- 

3 —*>5W5j-#$/- 5-^-l-7x-^-l H- tf7 s /-;W (5 . 
1 g) ©AT, J\r-$>*^;Wv>k&75 K (3 0raL) 8 OC'W+v' 

i£{fc;U> (2. 2mL) £Jn;i, lWULfc, £fifc?MPSL 
20 £ 1 mo 1 /LzKKft;^- h U £AzK»«K:ft€, ^X^^x-r^ttffi t>fc. 

mtM-V» T?tt«U ^IB{b-&^ (4. 6g) 
'H-NMR (CDC 1 3) 5 ppm: 
25 2.55 (3H, s), 5.37 (2H, s), 7. 30-7. 55 (10H, m), 9.95 (1H, s) 

3 ~^yi/)V^~y- 1 - (4-7;M-D7x-;i>) -4-*;i/5Jl/- 5 



WO 02/068440 



PCT/JP02/01708 



36 

3 -«>*>JU***/- 5 -*<?)V- l-7i-Jl^- 1 H- tf7V/-;KDf^fc> 

5 J H-NMR (CDC 1 3 ) 6 ppm: 

2.53 (3H, s), 5.36 (2H, s), 7.15-7.25 (2H, n), 7. 30-7.45 (5H, m), 7.45-7.50 
(2H, m), 9.95 (1H, s) 

^!&M1 

10 4- ((4-^h+y7i-;W *^;M -5-^-1-71-JP-l, 2 
->?hHD-3H-t!^V-;i,-3-^> 

4-^n^T-v-;i/ (i. 2g), &jgT^>C7£ (o. leg), mm 
*03^££tfxh5t: KD75> (2 0mL) J: J: £ ^ijrt- 

15 >'-4-*MJl/-5-^5 1 ;V-l-7i-;i/-lH-lf7 v ;-Jl/ (1. 5 g) 
(DrYvtYuyyy (1 5mL) »«fcjD*, 3 OftrmftLtz, R&MG 

htc, (5 0mL) &&Zt^h7\2}*U7 7> (5 0mL) 

(0. 7 8g) Z'grc, 
J H — NMR (CDC 1 3 ) 6 ppm: 

25 2.15 (3H, s), 3.66 (2H, s), 3.77 (3H, s), 6. 75-6.85 (2H, m), 7.10-7.25 (2H, 
m), 7. 25-7.50 (5H, m) 
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4- C(4-X3MP7x-Jl/) *J-)V) -5-^^-1-71-^-1, 2- 

1 H a - 3 h- tf 5 3 - * y 

4 -7*P^7X7-;i/©ft;b?) \z 1-70^-4 -x^;i/^>if >^fflViT> 

5 'h-NMR (CDC 1 3 ) 6 ppm: 

1.21 (3H, t, J=7.6Hz), 2.16 (3H, s), 2.60 (2H, q. J=7.6Hz), 3.69 (2H, s), 
7.05-7.15 (2H, m), 7.15-7.25 (2H, m),. 7. 25-7.45 (5H, m) 

10 4- ((4-Xh^y7i^W *?\>W -5-^^-l-7x-Jl/-l,' 2 
-v ? tHD-3H-H^y-;P-3-^> 
4 -7*P ; E7X7-;KDft:bD \Z 1 -7*P^- 4 -X h*v^>i?>£JBV> 

'h-JNTMR (CDC 1 3 ) 6 ppm: 
15 1.38 (3H, t, J=7.0Hz), 2.14 (3H, s), 3.65 (2H, s), 3.99 (2H, q, J=7.0Hz), 
6. 75-6. 85 (2H, m), 7.10-7.20 (2H, m), 7. 25-7.50 (5H, m) 

4- ((4-^V^D^y7i-;W - 5-^^-1 -7xx;i/- 
20 1, HP-3H-fcf-7l/-;i/-3-^> 

4-7P ; ETx7-;vcD^b0^i-7p ; e-4-<y7n^v^>if> 

SrfflViT, ^ISMia:^©77feTM^%^^Lfc 
'H-NMR (CDCIj) <5 ppm : 

1.31 (6H, d, J=6.0Hz), 2.15 (3H, s), 3,65 (2H, s), 4.40-4.55 (1H, m), 
25 6.70-6.85 (2H, m), 7.10-7.20 (2H, m), 7. 25-7.50 (5H, m) 

5- ^)1-4- ((4-/^l/7xrj|/) -l-7xx;i/-l, 2- 
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H D- 3 H- ¥?V-)V- 3 -*> 

1 H — NMR (CDC 1 3 ) 6 ppm: 

5 2.14 (3H, s), 2.30 (3H, s), 3.68 (2H, s), 7.00-7.10 (2H, m), 7.10-7.20 (2H, 
m), 7. 25-7. 50 (5H, m) 

4- {C4- 7x-;W -5-*?)V-l- 

10 7x~;i/- 1, 2-^h.Hn-3//-H^y-;p-3-^-> 

4-7u=ey ^*.^)IT)V3-)V (0. 2 1 g) CD^h^tKn77> (2 
OmL) ^('-78t:T;Urf>^H^Tter t-^HJ^A (1. 6 
mol/L^m 1. 5mL) fcip*. 3 0^F«^c. OT^ 
*fc 3 -^>>?;p^^_ 4 -^ ;l/$Jl ,_ 5 1 -7x- jp- 1 H - 

15 fcf^l/-^ (0. 10g) Of h7hHD77> (3mL) ^£;&D&, OC 

B3i (0. 0 44g) fcin*., *jRgBaTSlUl 7l$W!8l#bfc. 
Ufc»*fc5ttU «ffiTftJftTS*fc±D*»fc^ (0. 0 3 2 g) 

25 'H-NMR (DMSO-d 6 ) <5 ppm: 

2.21 (3H, s), 2.66 (2H, t, J=7.1Hz), 3.55 (2H, t, J=7.1Hz), 3.60 (2H, s),. 
4.58 (1H, brs), 7.00-7. 20 (4H, m), 7.20-7.35 (1H, m), 7. 35-7.50 (4H, 1), 
9.98 OH, brs) 
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4- [(4-X3S^7xX;» *?)V) -1- (4-7MD7xZ;W -5- 

5 4-^P ; E7-V-;i'Oftt)Dfcl-^D ; E-4-X5 l ;^>1?X 3-^ 
>Vfr**? 9 s- 4 -aM^- 5 1 -7i-JV- 1 Jf- 1!7^ 
O«to0fc3-^>5?;V^5/-1- (4-7MD7I-JW -4-*;i^ 

10 1 H — NMR (CDC 1 3 ) 6 ppm: 

1.21 (3H, t, J=7.7Hz), 2.13 (3H, s), 2.61 (2H, q, J=7.7Hz), 3.68 (2H, s), 
7.05-7.20 (6H, m), 7.25-7.40 (2H, m) 

15 5-^^-4- ((4-^?Jl^t7x=JW *3\>W -1-7XXJ1/-1, 
2-^kh , n-3H-h!7^-;V-3-^> 

l-7D^-4-pWl/^;t^>-t:'> (0. 21g) Cfh7tKD77> 
(1 OmL) «-78t7^>»Tter t-T^WU^A (1. 
6mol/L^« 0. 6 7mL) $JDA> 50fllJ«#b&. 

20 3 - 4 - 5 1 -7x~;u- 1 h 

-tT7l/-;K0. 2 0g) 0fh7kHD77>(3mL) »ft*fll*., 0"C 

#«E£«JBETB*Ufc. BfcfcM^fciDfcWtHfc&saU fife 
25 jfi£A&#£. f»&*l£»fi£* (5mL) Mt^f h7kHD77> 

(6mL) 10%A7m*-#>l»* (0. 3 0 g) fcira*., 

*»*BftTSaiTfl6»l«ffl»l/&. ^»£5£U 5*©*SSES«JET 
S^Lfc. M&y'JW*7A^D7h^77^ C^fflW: A^+t-> 
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/^rafcn9w=6/i~3/i)"T?*«u mm*nit. 

hV7MaWm (1. 9mL) (0. ImL) K:»#U i^Wl/ 

X;P7^ K (0. 2mL) ftio*. gMT3l$TO#L7c. 

5 /mtX.?)V=2/l) TBtgU m&fc&® (0. 0 54g) ft#fc. 
'H-NMR (CDC 1 3 ) 5 ppm: 

. 2.19 (3H, s), 2.47 (3H, s), 3.73 (2H, s), 7.15-7.25 (4H, m), 7. 25-7.40 (2H, 
m), 7. 45-7. 60 (3H, m) 

10 mMM9 

4- C(4-* h+->7x-J0 *?-)V) - 5 1 - 7x-)[,- 3 - ( 2 , 

3, 4, 6— rh^-0-71:5 1 ;l/-/3-D-^;i/nt!^y v^M-^vO - 1 

4- C(4-* h*«>7xrjW -5-^-1-7x^-1, 
15 2-S?fcHD-3H-tr5»/*-^-3-^> (0. 5 0g), 7th7Dt-a 
-D-^m-* (0. 8 4g) *«fc^>s?;phu (n-r/^io 
7A7DDK (0. 5 3g) ©igft^l^ (16mL) Mf£, #BMfe:M* 
- U*A*»« (2mo 1/L, 4. 3mL) £iP;L, g&T 1 P#fS&#Lfc. 
KfeMG®} ft 7 $ / 7 D If U # 7Ai?D7h^7<f- 
20 &:}£{t*:P^» OViT->U*y;V*7A^D*7h^77^- (» 

ffl*«:^U->/i»X^=l/l) TifiU W^ (0. 3 8g) 

'h-NMR (CDC 1 3 ) <5 ppm: 

1.92 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.03 (3H, s), 2.18 (3H, s), 3.59 
25 (1H, d, J=15.6Hz), 3.67 (1H, d, 1=15. 6Hz), 3.77 (3H, s), 3. 80-3. 95 (1H, 
m), 4.15 (1H, dd, J=2.2, 12.4Hz), 4.26 (1H, dd, J=4.9, 12.4Hz), 5.15-5.35 
(3H. m), 5. 65-5.75 (1H, n), 6. 75-6. 85 (2H, m), 7.05-7.15 (2H, m), 7.25-7.50 
(5H, m) 
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MffiMlO 

4- C(4-X^;K7xX;V) *?)V) -5-^;V-l-7x-Jl/-3- (2, 
3, 4, 6-xh7-0-7-t^;i/-3-D-^;i/3tf^y->;i/^i/) -l 

5 H-tf7 7-;]/ 

4- ((4-^b^>7i^;w pWW -5-^-i-7i-;p-i, 

2 - 5>h K P - 3 H- tf ^ VMJP- 3 -*>®ftfc> OK 4- [ (4 -X^7 x 
x;iO - 5-^^-1-7x^-1, 2-^t KO-3H-tf^ 

10 1 H — NMR (CDC1 3 ) 6 ppm: 

1.20 (3H, t, J=7.6Hz), 1.90 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.03 (3H, 
s), 2.19 (3H, s), 2.60 (2H, q, J=7.6Hz), 3.61 (1H, d, J=15.4Hz), 3.71 (1H, 
d, J=15.4Hz), 3. .80-3. 90 (1H, m), 4.15 (1H, dd, J=2.3, 12.3Hz), 4.26 (1H, 
dd, J=4.5, 12. 3Hz), 5.10-5.35 (3H, m), 5.71 (1H, d, J=7.7Hz), 7.00-7.20 

15 (4H, in), 7.25-7. 50 (5H, m) 

»11 

4- ((4-lh^->7iZjW - 5-^)V- 1 - 7x~;i/- 3 - (2, 

3, 4, 6-fh7-0-7W- Q-D-sfJlDhlyyi/fr***/) -1 
20 H-\f.yV~)V 

4- ((4-^h^>7xZJW -5-^-1-7x^-1, 
2 -5?k h*P- 3H- tf^y-;l/- 3 -*><Dttt>0\Z4- [(4 -X h^->7 
xx;i/) -5-^-1-7x^-1, 2 -i/h h*P- 3H- tf 

25 *H — NMR (CDCI3) 6 ppm: 

1.39 (3H, t, J=6.9Hz), 1.92 (3H, s), 2.02 (3H, s), 2.03 (3H, s), 2.03 (3H, 
s), 2.18 (3H, s), 3.58 (1H, d, J=15.8Hz), 3.67 (1H, d, J=15.8Hz), 3.80-3.95 
(1H, m), 3.99 (2H, q, J=6.9Hz), 4.15 (1H, dd, J=2. 3, 12.4Hz), 4.27 (1H, 
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dd, J =4. 4, 12.4Hz), 5.10-5.35 (3H, m), 5.72 (1H, d, J=7.7Hz), 6.75-5.85 
(2H, m), 7.05-7.15 (2H, m), 7.25-7. 50 (5H, m) 

mmw 12 

3- (2, 3, 4, 6— f h7-0-7t?-)V-B-D-tf;Vn\f7S*s)V* 

4- ((4-^f+->7i-;V) -5-^jl/-l-7x-Jk-l, 
2-^tHD-3H-t!^y-;i,-3-^>0^|pn4- C(4— -fyyptf 

10 +^>7x^) -5-^^-1-7x^-1, 2-^tKD-3 

! H — NMR (CDC 1 3 ) <5 ppm: 

1.30 (3H, d, J=6.1Hz), 1.31 (3H, d, 1=6. 1Hz), 1.91 (3H, s), 2.02 (3H, s), 
15 2.02 (3H, s), 2.03 (3H, s), 2.18 <3H, s), 3.58 (1H, d, J=15.6Hz), 3.67 (1H, 
d, J=15.6Hz), 3.80-3. 95 (1H, m), 4.10-4.20 (1H, i), 4.20-4.35 (1H, m), 
4.40-4.55 (1H, m), 5.10-5.35 (3H, n), 5.71 (1H, d, J=7.4Hz), 6.70-7.85 (2H, 
m), 7.05-7.15 (2H, m), 7. 25-7.50 (5H, m) 

20 ^mm 1 3 

5-^^-4- ((4-^^V7x-;W *^)V) -l-7x-;i/-3- (2, 
3, 4, 6— Th7-0-7t : ?)V-&--D-!/)\,n¥7;is)Vjr3ris) -1 

4- ((4-^h^/7x-;P) ^)V} -5-^^-l-7x_;k-l, 
25 2-^tKP-3H-tf^y-;i/-3-^>cr)RbDfc5-^5 i ;i/-4- ((4 
-^^7x-JW -1-7X-J1/-1, 2->>t Fa-3H-t:7 

'h-NMR (CDC 1 3 ) 6 ppm: 
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1.91 (3H, s), 2.02 (3H, s), 2.03 (3H, s), 2.03 (3H, s), 2.18 (3H, s), 2.29 
(3H, s), 3.60 (1H, d, J=15.3Hz), 3.70 (lfl, d, J=15.3Hz), 3.80-3.95 (1H, 
m), 4.15 (1H, dd, J=2.4, 12. 4Hz). 4.26 (1H, dd, J=4.4, 12.4Hz), 5.10-5.35 
(3H, m), 5.72 (1H, d, J=7.5Hz), 7.00-7.15 (4H, m), 7. 25-7. 50 (5H, m) 

4- {C4- 7x-JW -5-^^-1- 

7x^-3- (2, 3, 4, 6 -rb7-0-7tfJl/-3-D-^ntf 
5 y ->;^^-» — 1 H—My V-)V 

4- ((4-^f^y7x-;W -5-^^-1-7x^-1, 
2-:?kKo-3H-k7V^-;l'-3-*>©ttfc>DK:4- {C4- (2-kK 
D^5^X^;W 7x"JW -5-^-1-7x^-1, 2-^ 

k H □ - 3 H- tf y 3 - :t >£JB HT, ^tttil 9 t Rato^WeWE 

'H-NMR (CDCI3) 6 ppm: 

1.91 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.03 (3H, s), 2.20 (3H, s), 2.82 
(2H, t, J=6.3Hz), 3.63 (1H, d, J=15.7Hz), 3.71 (1H, d, J=15.7Hz), 3.80-3.90 
(3H, m), 4.13 (1H, dd, J=2. 3, 12.3Hz), 4.25 (1H, dd, J=4. 6, 12.3Hz), 
5.10-5.35 (3H, m), 5. 70-5. 80 (1H, m), 7.05-7. 20 (4H, m), 7. 25-7.50 (5H, 
m) 

rn&wi 5 

4- ((4-X^7xZJW -1- (4-7MD7x-;k) -5- 

*?)V-3- (2, 3, 4, 6 -fb7-0-7W-^-D-^3t7 

4- ((4-^h^>7x-;W ;WW -5-^-1-7x^-1, 
2 - >> k H D - 3 H- tf 9 1/-^- 3 - *><Dttt) ViZ4- (( 4 - l^7x 

-1- (4-7;i'tD7x^w - 5 2-sm 
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'h-NMR (CDC 1 3 ) 6 ppm : 

1.20 (3H, t, J=7.6Hz), 1.90 (3H, s), 2.02 (3H, s), 2.03 (3H, s), 2.04 (3H, 

5 s), 2.16 (3H, s), 2.60 (2H, q, J=7.6Hz), 3.60 (1H, d, J=15.8Hz), 3.70 (1H, 

d, J=15.8Hz), 3.80-3.90 (1H, m), 4.15 (1H, dd, J=2.3, 12.2Hz), 4.27 (1H, 

dd, J=4. 3, 12.2Hz), 5.10-5.35 (3H, m), 5.69 (1H, d, J=7.6Hz), 7.05-7.15 
(6H, m), 7. 30-7.40 (2H, m) 

io mmm 1 6 

5-^^-4- ((4-^fm 7 xZJW -l-7xn;i/-3- 
(2, 3, 4, G-Thy-O-Tt^JV-p-D-tffrntZy/i/frtti,) 

4- C(4-^h^'>7xn;W *?))A - 5-^;v- l-y^-jv- 1, 
15 2-^hHU-3H-fcf'7y-;j,-3-^>^t>0(C5-^^-4- C(4 

'h-NMR (CDC 1 3 ) 6 ppm : 

1.91 (3H, s), 2.02 (3H, s), 2.03 (3H, s), 2.04 (3H, s), 2.18 (3H, s), 2.45 
20 (3H, s), 3.61 (1H, d, J=15.8Hz), 3.69 (1H, d, J=15.8Hz), 3. 85-3. 95 (1H, 
m), 4.10-4.40 (2H, m), 5.10-5.35 (3H, m), 5. 65-5. 75 (1H, m), 7.10-7.20 (4H, 
m), 7. 25-7. 50 (5H, m) 

mmm 1 7 

25 3- (^-D-^H7/^t^» -4- C(4-^h^^>7x-)W * 
9)V) - 5 -*^)\>~ 1-7I-JV- 1 H~ 

4- C(4-^h+$/7x-;W -5-^;i/-l-7i-;V-3- 

(2, 3, 4, 6-^r>^-o-7-k^-j3-D-^;i/nt!^y ->;i/^v) 
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-lH-¥?V-)\> (0. 3 8g> <D**S-)V (5mL) jg^hU^A 
*h*>>K (2 8X^^y-^»«, 0. 12mL) £3JD;L, MtlW 

5 4fc (0. 3 2g) fcftfc. 

1 H— NMR (CD 3 OD) (5 ppm: 

2.12 (3H, s), 3.30-3.50 (4H, m), 3.60-3.90 (7H, m), 5.20-5.30 (1H, in), 

6. 75-6.85 (2H, m), 7.15-7.25 (2H, m), 7.35-7: 55 (5H, m) 

10 mnm 18 

4- c(4-x^;w7x-;u) -3- </s-D-^3if9yV;w** 

- 5-^5^^- 1 -7x~;i/- 1 H-¥?V-)V 
4- [(4-^ h^~>7xn;U) -5-/fJV-l-7i^V-3- 
(2, 3, 4, 6-xh^-0-7-fe5 1 ;i/-/3-D-^Dtr^/'>Jl'^>') 
15 -lH-W-^oftbDl:, 4- ((4-i^7iz;W ^^;W -5- 
^-l-7i-;i'-3- (2, 3, 4, 6-fh7 -0~7±^)V- & - 

'h-NMR (CD 3 OD) <5 ppm: 

20 1.19 (3H, t, J=7.6Hz), 2.12 (3H, s), 2.58 (2H, q, J=7.6Hz), 3.30-3. 50 (4H, 

m), 3.60-3. 70 (1H, m), 3.70-3. 90 (3H, m), 5. 20-5.30 (1H, m), 7.05-7.20 (4H, 
m), 7.35-7. 55 (5H, m) 

mmm 1 9 

25 4- C(4-xh^v'7x-;W -3- (B-D-tfJVziVJSWV* 

- 5 -j*^- 1 -7xX;i/- 1 H- 1!^7-^ 

4- cu-* Ky7x-jw -5-^^;u-i-7xn;v-3- 

(2, 3, 4, 6-xh^-0-7ii5 L ;U-^-D-Wntf^ye/;i/^>') 
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-*^)V- 1-7x^-3- (2, 3, 4, 6-f h7-0-7-fe^-j3 

5 1 H — NMR (CD 3 OD) 6 ppm: 

1.35 (3H, t, J=7.0Hz), 2.12 (3H, s), 3.30-3.50 (4H, m), 3.66 (1H, dd, J=5.0, 
12.0Hz), 3.70 (1H, d, J=15.7Hz), 3.77 (1H, d, J=15.7Hz), 3.83 (lH.dd, J=1.4, 
12.0Hz), 3.98 (2H, q, J=7.0Hz), 5.20-5.30 (1H, i), 6. 75-6. 85 (2H, m), 
7.10-7.20 (2H, m), 7.30-7.55 (5H, m) 

10 

1113 2 0 

3- (/3-D-^;P3t?5/v;l^*5/) -4- ((4-fV^D^>7x- 
M - 5 l-7i^- 1 H-\iyV~)V 

4- ((4-^h^>7x-;W -5-^-1-7x^-3- 
15 (2, 3, 4, 6— TV^-O-Tttfr- $-T)-tf)Vn\f.7 ; i/frit**/) 
- I H-}f.7y-)V<DftK>K>\z, 4- C(4— fy7n^>/7x-;w 
-5-^^-1-7x^-3- (2, 3, 4, 6-fh7-0-7W 
-^-D-^i/ntf^y^^v-) - iH-tf^y-;^ffl^T, £d£Ml 

20 'H-NMR (CD 3 OD) 6 ppm: 

1. 20-1.30 (6H, m), 2.13 (3H, s), 3.30-3. 50 (4H, m), 3.60-3.90 (4H, m), 

4.45-4.60 (1H, m), 5.20-5.30 (1H, m), 6.75-6.85 (2H, m), 7.10-7.20 (2H, 
m), 7. 35-7. 55 (5H, m) 

25 ^JS^il 2 1 

3- (/3-D-»3^/5/;M-*->) -5-^^-4- 
i-JW -l-7x-;i/-iH-1^7y-J|/ 

4- C(4-^ h*v7x-JP) ^3^) -5-^-l-7x-Jl,-3- 
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(2, 3, 4, G-Thy-O-T-k^JV-Q-D-tfJVnVyy*/)],***/) 
^;KI - 1 -7i~^- 3 - (2, 3, 4, 6 -rh7-0-7t^- |3 - 

'h-NMR (CD 3 OD) 6 ppm: 

2.11 (3H, s), 2.27 (3H, s), 3.30-3.50 (4H, m), 3.60-3.90 (4H, m), 5.20-5.30 
OH, m), 7.00-7.10 (2H, m), 7.10-7.20 (2H, m), 7.30-7. 55 (5H, m) 

10 M2 2 . 

3- (P -D-!f)VnVy ; i/frtti,) -4- K4- (2-tHP^^X5 1 

)V) 7izjw - 5 1 -7x~;i/- 1 H-if 

4- C(4-^ h*v7x~Jb) -5-^-l-7i-^-3- 
(2, 3, 4, 6-xh7-0-7-fe^;P-/3-D-WDtf7y>';^4 i "» 
15 -lH-t!7V*-;KDRfc»0(C> 4- {[4- (2-t Ho+i/X^JW 7x~ 

;W *^;w -5-^-i-7iz;i/-3- (2, 3, 4, 

'H-NMR (CD3OD) 6 ppm: 
20 2.12 (3H, s), 2.77 (2H, t, J=7.1Hz), 3. 30-3.50 (4H, m), 3.60-3. 90 (6H, m), 
5. 20-5. 30 (1H, m), 7.10-7.15 (2H, m), 7.15-7.25 (2H, m), 7.35-7. 55 (5H, 
. m) 

m&m 2 3 

25 4- C(4-X5 L ;P7x-;i/) - 1 - (4-7Mn7x-Jl/) - 3- 

(/3-D- 7*;m tf 7 / - 5 - ;* ?)V- 1 H- tf 7 V*-;V 
4- C(4-/ h^y7i-JW JW -5-^-1-7x^-3- 
(2, 3, 4, 6-rb^-0-7-k5 i ;i/-j3-D-^;i/Zit!^y>>;V^^v') 
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-ltf-W.VMP©ftfcDfc, 4- C(4-X5MK7x-;i/) pWW -1- 
(4-7;Vtn7x-JW -5-^^;i/-3- (2, 3. 4, 
- 7-fe5VP- 0 - D - J */M**S) -lH-a iZ-^&ffi V>T, 

5 'h-NMR (CD 3 OD) 5 ppm: 

1.19 (3H, t, J=7.6Hz), 2.10 (3H, s), 2.58 (2H, q, J=7.6Hz), 3.30-3.50 (4H, 
a), 3.60-3.90 (4H, m), 5. 20-5. 30 (1H, i), 7. 05-7. 25 (6H, m), 7.40-7.50 (2H, 
m) 

10 «M 2 4 

3- (j3-D-^3fe!9y'>;^^» -s-pwv-4- C(4-*^;i^ 
t7ir;w *^;w - i -7x-;i/~ 1 tr^y*-;!/ 

4- [(4-* h^->7xZJV) -5-^V-l-7iZjl/-3- 
(2, 3, 4, 6-xh7-0-7ir5 1 ;i/-j8-D-^;Hih!^y^;l/^«» 

15 -lH-wvf-^oftfoDfc, 5-^f;v-4-c(4-^5 : m7i-;i/) 

. ;WW -1-7x^-3- (2, 3, 4, 6-xh5-0-7ir^-3 

'H-NMR (CD 3 OD) 5 ppm: 
20 2.12 (3H, s), 2.43 (3H, s), 3.30-3.50 (4H, m), 3.60-3.90 (4H, m), 5.20-5.30 
(1H, m), 7.10-7.25 (4H, m), 7. 35-7.55 (5H, m) 

%ffiM2 5 

3- (6-o-xh4 i v'^;^r:;i/-/3-D-^3k!7y'>;i'^v) -4 

3- (3-D-^lf7/'>M+>') -4- C(4-* h + ->7xr;W 

- 5 1 -7izjv- 1 h- tf^y— ;i/ (o. i8g) 
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XS2, 6-$>;WH£U5>> (0. 0 6 9mL) ©7ir h V)V ( 5mL) 
MH, ^DD^IfjKO. 0 4 5mL) Sim*, £flT!Hftat#b&. 

R*iB£«fci ox0x>K*»ttfcin*., lWx5^VT»ffll,fc v *«Jlft 

7-^=1 5/1) TflMftU MBfc&tt (0. 1 3g) fcftfc. 
'H-NMR (CD 3 OD) 6 ppm: 

1.21 (3H, t, J=7. 1Hz), 2.11 (3H, s), 3.30-3. 50 (3H, m), 3. 50-3. 60 (1H, m), 
3.69 (1H, d, J=16.4Hz), 3.74 (3H, s), 3.76 (1H, d, J=16.4Hz), 4.12 (2H, 
10 q, J=7.1Hz), 4.27 (1H, dd, J=5.7, 11.6Hz), 4.41 (1H, dd, J=2. 1, 11.6Hz), 
5.25-5. 35 (1H, m), 6. 75-6.85 (2H, m), 7.10-7.25 (2H, m), 7.30-7.55 (5H, 
jb) 

&%0f 2 6 

15 3- (6-o-xh^^;^-;w-j3-D-^;i/ntf7y i/M**/) -4 
- C(4-x^;i/7xx;w -s-^^v- 1 -7xx;w- 1 H-.tr 7 

3- (/3-D-^;P3tT7/'>;W^>') -4- C(4-^h^->7xx;w 
-5-^^-l-7i-Jl/-lH-H7 l/-;U©ftfc D 4 - [(4 
20 -ifJI/7ir;W -3- (j3-D-^;i/ntf7/->;p^-» -5 

-^5 1 Ji/-i-7xx;p-iH-tr^\/-;w^ViT, HJiM2 5tTO©# 

'H-NMR (CD3OD) <5 ppm: 

1.15-1.25 (6H, m), 2.11 (3H, s), 2.58 (2H, q, J=7.5Hz), 3. 30-3. 50 (3H, 1), 
25 3.50-3.60 (1H, m), 3.72 (1H, d, J=16.0Hz), 3.78 (1H, d, J=l 6.0Hz), 4.12 
(2H, q, J=7.2Hz), 4.26 (1H, dd, J=5.2, 11.6Hz), 4.40 (1H, dd, J-1.7. ll.SHx), 
5.25-5. 35 (1H, m), 7. 05-7.20 (4H, m), 7.30-7. 55 (5H, 1) 
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ummi 

bKSGLT2mBtfM«Blttl 
1) khSGLT2^y^^S K-*£*-©ffs« 
SUPERSCRIPT P r e amp 1 i f i c a t i on syste 
5 m (G i be o-BRL : L I FE TECHNOLOGIES) £fflV*T, 
fc MfK**© t o t a 1 RNA (Ori g e n e) rfdTS^7 
^T-<hL-Ti£3S^U PCR«fijBcDNA7-r^U-*f^«l/fc. ±13 
hh*cDNA5<:7?U-*l«H£l/r* ffi?)J##l&tf 2T^$n5T3B 
©^-'J^^^^H0 7 0 2FS^0 7 12R^^<T-^K PCR 

10 »SK:«fcDthSGLT2*a-H«DNAIIffH-*j»«Lfc w JSfiStlfcD 
NA»rM-*^n-r:>^^^-pCR-B lunt (Invitroge 
n) fcd©+y.h©«!p^tjev>7-<y-5/3>.Ufc. #£fc±D*RtfHB 
1 0 l*fc»XLm »Jt*ai*ft*^T>r^>5-0/£g/mLft^trLB 
^SM^Lfc. d©JgR*RiM*©l^&^7X5 HDNA*jftfflSI« 

15 U ffi^»3R^4-e*$n«BTE©^U^^V^|«, 0 7 14F&J; 
0 7 1 5R*y7-fT-tbTfflV\ PCR^jSfcJ;0t hSGLT2^3 
- KTSDNABffr*Jllttbfc. M3n&DNAff>mil»*Xh o I R 
tfHi nd I I I-CMftLfcft, Wizard Purification 
Sy s t em (Pr omega) te,fct>»«l,£. C©¥SfiL-7fcDNAI$frtt-£ 

20 M^aajtaaw^^-pcDNAs. i (-) M yc /Hi s -b (i 

n v i t r o g e n) <DttfaT£fflmW%Bmzm2>>.&/u1* 9 HHmzk K>*M 
HHBl'O l^iliAbm »*«W**7>lf^U>l 0 0/ig/mL§ 
^tTLB*^*«!7?S^Lfc. COJgSM5iWfe&i6^7X5 h*DNA£«iajtt 
^^-pcDNA3. 1 (-) Myc/H i s -B©T;H^a-- 
25 ^iyaWSIfclC^A^nfeDNAWM-OMGKE^*!!^. Wells 6fc,fc0ffi 
#Sft£fchSGLT2 (Am. J. Phy s i o 1 .. . Vo 1 . 2 6 3, pp. 
4 5 9-4 6 5 (1 9 9 2)) \ZttU H©?D->ttlJfig©Sjfe (43 3# 
B©-rVP-f'»*a-H1-*ATC*JGTCfc««D fcJfrbWfc. £©ig 
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ZMGltbrcthSGLT 2&%m.T%77Z5. K^*-£KL2 9tVfZo 

5 S^Jt^l ATGGAGGAGC AC ACAGAGGC 
@a^J#^-2 GGCATAGAAGC C CCAGAGGA 
W*m^Z AACCTCGAG ATGGAGGAGC AC ACAGAGGC 
|2^iJ#-^4 AACAAG CTTGG CAT AG A AGCC CCAGAGGA 
KLGPEQKL I S EEDLNS AVDHHHHHH 

10 

2) thSGLT2-iitt^«Oiim 
hhSGLT2^y^7.$ KKL2 9 £«^?L&K:<k9 COS- 7W& 
(R I KEN CELL BANK RCB 0 5 3 9) HagALfc. M&BIL 
&&EC 1 0 hP^W-^- (E-C APPARATUS COR 

15 PORAT I ON) SrfflVi, OPT I —MEM I«i (Gl b<? o-BRL: 
LIFE TECHNOLOGIES) 8 0 0 tfLtc2#LCOS - 7«fljjg3. 
2X10 6 <@iKL2 9 20#g£^tT0. 4 cm^a^y hF*)T4 0 0 V, 
1 2 6 0 /i F (D^frTff ofe. itfc^A^ ailia*S'i>^«fc J: 0 HURLUB 
mi^roL^y bft\ZML3. 2 mL CO P T I -MEM I %$f&$:M%-MfflL 

20 &. 9 6«>x;pyi/-hcDiC7x;^fcO l 2 5/i LTo^ 

atfco 37C, 5 % C 0 2 (D&ftT-W&m Lfc&, 10%^^ffM (H 
»!£), lOOuni t s/mL^n->'J>G^-hU^A (Gibco — BR 
L : L I F E TECHNOLOGIES), 10 0/ig/mL»XM/yb 
v-> (G i b c o-BRL : L I FE TECHNOLOG I ES) 
25 tTDMEMi^a (Gi bco-BRL : L IFE TECHNOLOG I ES) 
£l£x;U&£0 1 2 5 uLT-DtiaZtCo §B3n?iggb*^;!/-a-D-^ 
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3 ) * ^)V- a - D - if)Vn tf ^ / *, m 0 &#.|I§?£&<D}g!l5£ 

(1 4 om 

M^^-hU^A, 2mMig«'J^A, lmM&«;Uv"^ lmMfib 
SmM^^lz-a-D-^l/ntr^yvH, 10mM2- (4 
5 - (2-fcKD*i>x3VW -l-tM^x;W X?>Z)l,*>m. 5mM 
HJ* (tHD^^^) 75/^>£-£irjg»pH7. 4) TSHRU 
EEgfSMjgffi tLfc. h. h S GLT 2 H^SSS C O S - 7 1®®.®% 
:f£»£U l^x^fcDtumgTO®^ (14 0mMlft3iJX 2mM 
±&fb# >J 1 mMM*;k>!>A, 1 mMSft?^>")A, 1 0 mM 2 

io - C4- C2-tHa^$/x^) -i-tf^^x;w x^.x*;^:^, 

1 8 o ^LiPA, 3 7t:i?i o^K#fiLfco mmmmmmm^^h, mm 
m~wmm*2 o o mljp^ 3 7 < cti o#w#*bfco ^sims 2 

5 »L\Z7 aL<D*?)l-a-D- (U-14C) ^f^nMvJ^Y (Ame 
15 rsham Pharmacia B i o t e c h) mfemM 

h U «>Afc#^T 1 4 0 mM©t|{fcin >J >£^iT»I!x9&^a!l£^»£ 
TOKI^Lfc. WMBffi^*^^b, tejBM«£i^x;i/$>£0 7 
20 5 u LToJn* 3 7 -CT 2 P#TOBL£. iSlW^L, 

t (HOmMiaiJX 2mM±HtoU^, 1 mUmtts 1 
mMSftT^y>)A, 1 OmM^fJV- a -D-^;i/3 tf ^7 h\ 10m 

M2- [4- (2-tKa*>'X3MW _i-H^^e;x;n x^>x;^> 

5mMh'J7> (th'D+>/^fjj,) 75y^^>^tfM®^pH7. 4) 
25 £l£x;i,&fcD 1 8 0 uLT'DMjt?<\zm£btco Z\<DffifrMft*2 Z\z 
2®m\ 0. 2mo l/L*i£fc^hU£££l?x;i/&fcO 7 5^LfO 
JP^m§W«Lfc. -*J®im&¥n7U-h (Packard) fc£U 
1 5 OftLOT^f^n^^O (Packard) £iD;L T-f £ U?V- V 
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i/>?V>-\ 1/3>%V>?~- Vy7*V>Y (Packard) tTftWS 

OXtU ®t)^SO5 0%BS§T5«« (ICgolD £«g-B&S(&iSlifc 
Sik/fciSlftfcJ: 9&fcH Ufco *-0«S*ttECF©£ 1 Oil D 5. 

5 [Hi] 





I C 50 « (nM) 


HBfll 1 8 


2 7 0 


mm 2 o 


2 0 0 


WAY-123783 


>1 0 0 0 0 0 



10 khSGLT2fittft*flU8ft$6SU MTC®aTO?f!lMJl&WHL&|tf&tt 

d> *au& JEte*o»jiii»!EfcjBEg-r*^j£©^i»*fc 
£j&*t?*s. 'tme-«K (iinxitdv) 

20 

: ^DNA7 , 7-fT- 
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m 



l. 



HO' 




OH 



R 5 «tK^M^ fi»7;P*;i/jJk fi»7;i/ri+->ai, mk7)V*)Vtt 

tfcS-teHO-A- (^4"OAHtt7Ml/>ll:i&§) 
.15 2 . $xj£t 



R' 




OH 
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M7;WWg> ffl»T^a*5/*, ffi^Mr/l^**, An<g»7KJV 

<z> ##jft!K*$& * ft w\ a ? >m?& «t # a> e s& * n -5 

-O-A- (^©P^^SSJg^fctt^nK^y^SWffirsST?*?)* A 
3 • k )!6;5£ 

R 2 



R 5 KfeK*I?? % fi»7;P+;PS, <ffiR7;Vn^i/3£, ffl&7 




OH 
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5 

4. P£J;tfR 6 05"fe^&< £*>-ote:/D H9y^ft«rirt-*a6S#b 
T V> 5 > 2 IB m (O #)V 3 tf 7 J is tT 5 */-;Ht*# * & «■* CD 

10 5 . P J;tf P 1 fcfctf* H 7 v ?*ffiJ&t%mtf : tti?nfc®i7>>)V 

§ , at 4 lem© tr 9 j ->;i/** tr 5 i/-;m»#* & 

15 

6 . it ;£js 1 - 5 e«o ^ □ tr 9 / i/jvt* ~> >/-)\,mm& $. rc \t 

20 7. thSGLT2»ttE«PfflT?»*|»^6lB*©B5|li(ia^«. 

8 . I«Jlll»fiK:jBH1**3^«©^»Xtt?&aaiT?**lt*9i 6 Xtt 7 IB«© 

U>jflLfo tMIt, iSffliKjfife fl53^TO-;WjfiLfe SSHJ^U-feU 
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io 13. B&mi-smmvPJVnVys^frtt^yy-frm&fcSrcfc 
fftft*r£B«& D-^<D-r/^h-;K ^Uny fe?- 3 
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Ji/b^>KX EGB-761, ti^tWk XDT^>b\ Y-128, 

20 jfiuMKK, m^fifiMH, R»#»ffi3iail*«J:^S7;P*UfldSl^5feS» 
25 

17. (B) ffc£#, -f>*U>«£ttJ«Sft»L MtfT^ 

m, t u >^j»fls«, << u >m> w# ^>§^#7 =fx 
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1 6fB*©ggg. 

10 

18. (B) -f >X U tr^7:M 
15 ~lf-lB|fi#lk ^>j3^>^*»j7-«im ^>^-6-*X 

7*^K-l£»#, ^W^iK^K-lT^K 75 UX 75 U 

19. (b) ^*t v >r>^u>«gffii«aai, raftM*, \af7^ 
25 in&ni 8 £$©!£$. 

20. (b) -f >x u >*awtJiaMii» ftKiRia^v \afri-<< 
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&*, ^^sw^^-h* i vb#&, ^dh>^ps/>w77^ 
ttF-immfa ^;^*rf>m^7 p 5 l ^*-l7zf-x^> 75>jx 75 u 

75U>7=fnxh, 7^K-*«7W*B«, ^f»^«^ 
&B#& ..7nH if C B£& r-75; l»7 ifxx 
10 K ^HJ£A^*>*;Kr>*=fx*K fe?afNF-KBI^, IIS 

TmummumM, n- r^mt- o-u^h-T^H- 5?*w^- 

H^SIWk ISIISf, ttg^SBf, #;Wx^>Ra&4*:, *U5», 5 
-tb'D^-l-^^l/t^h-O, EGB-76L If^D^k X 

15 pt^>k, Y.-128, 7>v*T>ss>m&wsmmm. *ttx>H^y 
?y-izm&m* 7>^t->s/>i is«ft»m x>i«-feu>*ii** 
B§m> x > H-t u >§t#7 rfx7> h sztmsmfr & & o 

20 

21. (b) 7/h*-*«tg»*b#*, yyv^y^y^m 

25 

2 2. (B) <^>J>Mi3ll, iSKTOSII, t^7^ 

XK <>^U>S»fr^-1fJW««, hU^^^y^— if I IB 
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-if - 1 B£Lg&, $nj ny>^*>J V)Vu-7,- 6 

75 U >7n*-X K 0 3 -7 H U^U >»7^Z7 h££tf& 

10 

2 3. (B) 3 8 -7H^U>5^7^=Xh*J:«<Efll9flH^ 

Ijlo 

15 2 4. MWi^/75>MM, *ah=>«*Kfi#*U -fe 
p h->KW5jnjaai» iro h->7rf-7. K 7HHl/j-'J>BMm 

7X*=f=*K r-7$;&WL3.m#7>93=LXK H 3 -t**i£>7> 

20 *p*-xk L-tx^^x vt^x uf^>mm. W7?>sm#i7 

p*-*K ^5;3^>$t#7^K a-^^-XBjfeJWat^^X 
3M>-7>H7>7x^5>-W=¥aI/-THh7>^<j7K 

--*>/^ x>xpx^^>7rf^xf, *;i/->b->it 
fi^wa^^H, #>^>X 3^'>Xh^->7rf-Xh, p;i^nj>p 
25 trxRttiaJvn^x hni;>ttffl*;i/qE>«lw*c n;i/f3hnt;> 

nrnftfr^yTJ-xh. Vun)V?>, VYh^^x V7h7^>i 
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?h*Y7>^^K ittr^K^T^^^P'-XK #7~>7>* 
rf - X h , ^ 7 - > - p >± > bH t- W > ^ >S«#7 >^^b, 
7 ^-.^H^ga «k l&t V* 9 s >S*#7 p*-* h «fc 0 fc § » 

25. (a) ft$E i ~ 5 ib«© ^: tr 5 7 s^** ^> tr ^ y*-;m*# 
sfciawaei^wicttesns*, ^vi«-ene>©^p h ^ ? if, &&xs cb) 
:*>*u mmmmm, vtm-im* -f>xy>#&<E 

*^>«^K-17^-Xh, H'JX 75<J>§»^ 7$U>7p* 

7WWb- a - U >2 V -7*sy F-5>^:/^-Hflfi«Bk >X U 

;i/t^>h-f>, EGB-761, tf^P^h XDr^>F, Y-12 8, 

j3 3 -7Kl/t'J>»7^7h, 7vJWPX>+f-f AA : P 1/7, 
■rn-^7^;PfflB»»*E«, 7"p:7P-;k ?»;^>§^7^ 
3WXxa-;nRjRffim U/t~£&£3k S^ny-AhU^U 
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y 

15 tt*©nawic»«sns*, #W*tn&©:/nH9y^ (B) 
ifMifc^ h U ^7^¥)V*7?y-* tf I I B#3£, 

fcrf^tK^F-iyr^XK 75'JX 75U>£fitfk 75U>7=f 

25 -7h« 7;H*-X»7C**B«lk »5l«fl:£*j££B*2& 7"DT-f>^ 

• tfCB#*, 7-7$>>Kftg#fc7>*=fx*K ±hU£A5^>* 
;P7>*^X7.K i£?H?NF-KBlii, IXiHUbnKI^ N- 
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;Hi^>h-TX EGB-761, k'^a^k Xnf^K, Y-12 8> 
k Hn+^^W^U^x^-f AAj85c»*llS3SI, 

yn-jP75/;i^l^#*lBSlk yp^a-;k ?ttjR*;u ; e>s*#7^ 

•tu Hh7>x7 7-ynx-r>Pi^ u#^->^— tffi«i, *;wx^ 

***P«I& 7>^x>-»«»»*B«i, *ttx>H^^^-^ES 
7>^x>v>I X>HirU>«ift**B**, x> 

15 ft, S&tt»UKgfc *M$JElg> a 2 -7Hl/t'J>»7^h, ft 
2 7 . HKSt 



(S;4 i ©t^2, 3, 4, 6-xh^-o-7-fe5 1 ;i/-/3-D-^;i/r]tr^y 




20 
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;W6t*d, RJi**®^, fg$7;wi/g, fiftr;^*^, &$7;v* 



£fc«/\p$*>]R*T* d\ r 4 tt<ER7;p*;wa6*fctt/N.pfitt7;mr;p»T 

15 R <£»7;P^;PX, liTJ^^J/I, ftI7J^j^t 

20 «fr£SIR3n5gffl£fcM«©«&S£ 1 ~ 3 jBtl/WT"bJ:^7iZ 



10 



2 8 . $5t5£ 



R' 
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SEQUENCE LISTING 

<110> KISSEI PHARMACEUTICAL CO., LTD. 
FUSHIMI, Nobuhiko 
FUJIKURA. Hideki 
NISHIMURA, Toshihiro 
KATSUNO, Kenji 
ISAII, Masayuki 

<120> GLUCOPYRANOSYLOXYPYRAZOLE DERIVATIVES AND 
PHARMACEUTICAL USES THEREOF 

<130> PCT-A0206 

<140> 
<H1> 

<150> JP P2001-053085 
<1S1> 2001-02-27 

<160> 5 

<170> Patent In Ver. 2.1 

<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA primer 
<400> 1 

atggaggagc acacagaggc 



<210> 2 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA primer 
<400> 2 

ggcatagaag ccccagagga 



<210> 3 
<211> 29 
<212> DNA . 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA primer 
<400> 3 

aacctcgaga tggaggagca cacagaggc 



<210> 4 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Synthetic MA primer 
<400> 4 

aacaagcttg gcatagaagc cccagagga 29 



<210> 5 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Peptide fused to the carboxyl terminal alanine 
residue of human S6LT2 

<400> 5 

Lys Leu Gly Pro Glu Gin Lys Leu He Ser Glu Glu Asp Leu Asn Ser 
1 5 10 15 

Ala Yal Asp His His His His His His 
20 25 
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